OFFLCE OF TOXIC SUBSTANCES REV., 7/27/82
CODING FORM FOR GLOBAL IMDEXING

 Microfiche No., {(7) o j§ o 1| Ho. of Pages | ' 2
7S J2BE547¢ |

> 1.D s ] oD s
 Doc 878214022 31014 Doc 1.D Agégz>6¥ 4
Case No.(s) | -‘7“34 ?¥f§9§3ﬁ ag ; 5
Date Produced (6) | Date Rec'd (6) | 71 Conf. Code & | 8

BFIET2 $/3/3 N

Check One: gj}?ublicat:ign Internally Generated Externally Generated
Pub/Journal Name | 9
Ty
9
- Author(s) | 10
e o
Organ. Name | 11
ErBrR GEIGY COBRP
Dept/Div | 12
FrasTtTie S & ADDIrryvEs Oy
P.0. Box . 13| Street No./Name A, o 14
P.0. Box] 5 BORYLINE DR
Ciey . - 15| State 16 | Z1 o n L7 I Countr i8
Sl THo RN E A e
 MID Ne. (7)) e 19 ' D & B NO. (11) | _ 20
Contractor } 21
_foc Typel . 52
» T uUpCHEASS 2D . U HS FN
 Doc Title | 23

REPORT THK 18412 /o. REPETITIVE SKIN

LRRITATION IN THE RAFET T~ AF7TER FIVE

CoNSECUTIVE APFLITCATZoNS €U FRozECT NO

e 8971

Chemical Name (300 per name)| 25 | CAS No. (10)] 24

| G2 YeTpIL & 778 peErITVATIVEY 257008074




THIS

PECTASSTRIED
NI ROM CIBA-CEIGY DATED
MARCH 1, 1984. (SEE LAST SiX FRZ
OF FICHE (FICHE SET).

878214022

August 18, 1982

R

s st st

TR 10412/2 W oot s o ene
TATIOR 1B ER FIVE

LI

TIONS

§O. 820931

angleshiliert

12 05 04 / seifert




v v

REPETITIVE SKIN IRRITATION IN THE RABBIT AFTER FIVE CONSECUTIVE
_ APFPLICATIONS Page~1I
GU Project No. 820991 Test Article: TK 10412/2

TABLE OF CONTEHNTS

l ‘E‘NTRDEGCTXGNGBs@nosenaaaaﬁsnaﬁseaaewac

e
s
°
[
°
®
®
°
°
@
2
L
B
°
fed

2 SUHMMARY AND CONCLUSIONS:cacsooccccvoscees

3 PERSQNNELNGE666@0!80@&@%0960“8@6&60605&‘

St@dy Diz@ct@gg@eEQGGBGQ5@99@0960@66]89@0936@
Technical Personnel

LT
®
o
[
&
®
L3
@
@
&
2
[
@
2
@
L]
a
9
®
L)
@
a
E]
@
@

§ mTERIALS AND METEQDSES@@BG@BBG%E@@B&@BQ@E@

@Ql Test Agticl@ﬁ e e PR Q99 G O e e 9 0 0 G O B ® @t IO S B 0GB O 6 ® 6
Qﬁde ﬁ@@ @ @ 9 Q9 O WO OO 8OO0 E QO 0 QB ® 8 @ e @ 9 89 SR 0B O & @
Batch &Qﬁ L I - - - T - - - I I I A - R B D) ® 00 % O Q@B ¢ O e e B 6 a 9 8
Bﬁscfigtigna PO R OO 6 9GO e RT e RO LRI - I O - - - T - T - @
Sté&bilitYQaee 0 U e 8 @ O v T e e B Q@A DO & B L2 I - I I T T - Y
Pur&ty@ P B Q 8 8 & ¢ 9 9@ WO @ o @ Q@9 H e D e e
Test Article R@G@lvaﬁ

2
?
Gd L L2 Lad Lo Led Gl (2% [ SR S ) [

2%
L]
@
L
[}
®
®
e
L3
@
]
@
9
v
o
]
-3
?
k-3
®
@
2
L3

4.2 Experimental ANimalS..cccocacecsccocncsscsecss
Rationalecscvooscoconenccooacncnoososcocssoes
Species and StraiN.cccococcscoocsooccsssssces
Q@@EC@&seasaamgaeweasessewaeeoo@ee@@s@@@ssa
Number of animalsS.... secccccocasscvancoas
Initial body weight zang@@@9$e@saae@@@g@@a@@
Individual identificatioNceccccocccoacccosso
Husbamdzyee@@sesaﬁ@a@sa@s@@a@@@@@@@@@a@e@@e@

Di’ wewas&ﬁsﬁm@@aaﬂeae&@a@@@aeaa66@@@&@@@9@@@

£ o e B ) Lad L L L)

&y .
éaég E@Slgﬁsseaasasﬁ®a@@@@@se@a@@@seaaos@e@s@s@@et,ﬂ@@

BﬁSlSaessassee@uawﬁ@eﬂr)m@@@@@es@@@@@m@@@sa&s@

Applica ior 0f the substanCe..c.cccooocecase

e fe P

@@4 ?z@ﬁ@@ufge@e@ee@eeem@m@@mae@geeaa@asws@awe@&@@@
Starting date of the experiment.ccecccocoscso
h Emd dﬁﬁe @f t«lﬁ@ @xp@ziﬁg@ﬁtxae@seeaaa@@@as@@ww

< h

&n

R@gultgeﬁ)@@seuﬁswm@eaes@aa@aaw@mesw@ea@a@@eae@@ee-aaﬁ
Skin irritatiofNeccccccococososnosscosscnsssee
%@dyw@ighﬁ;ﬁ @ e 2 90 60 0 dE E @ @P §e T @E e L I T - - - A - )
gym?t@ms a 2 2 o e o D e e e e B o e e e e L= IR - T I I - ® 9 e ¢ a @ @

Agt.@PSYeaaegae@@sG@e@@ms@@@@@ﬁz@s@@@@@a@@@ss@

=3 osposd R

6 ?&Ez&whé‘uv@md@@@ea@@ma@@@@ss@@@@c@@@@@@ee@@e@e@@@aes@a@&ss

Flﬁ&l R%P{ggt@exa@wm&ﬁ:m@@@@a@@@@s@@@@ea@a@a@@e
Copy ©f the final repoft.ccecccossnccscocsas

&
R@w @&Laaaa‘s&@ma@m@e&se@@@wme@e@m@@@@@@@@@@@$

sad wed wed =

CIBA-GEIGY LTD. GU 2 Toxicology




REPETITIVE SKIN IRRITATION IN THE RABBIT AFTER FIVE CONSECUTIVE
APPLICATIONS Page~1I1
GU Project No. 820991 Test Article: TK 10412/2

TABLE OF CONTENTS (cont'd)

7 EistgibutiQHQQG9&08@85@569@@6!30000
S@@ﬁs@zaaaoo@n@ssoeaeaae@aeae@ﬁo@swo
&gGhivgsnaeeeeaB@eanaasee@eswssasso-‘s

g Taﬁl@S@ansesmeeeswaa@semaeeese»oace
T&@l@ ies@aaaeaeaessassamssmsaososasa&a

T@bi@ 2!!@aﬁsaaeodaseo&&eoe@se@asassa

CIBA-GEIGY LTD. GU 2 Toxicology

000004




REPETITIVE SKIN IRRITATION IN THE RABBIT APTER FIVE COF LECUTIVE
) APPLICATIONS Page~1
GU Project No. 820991 Test Article: TK 10412/2

i.

At the request of the Plastic
Additives Division an subacute study in

rabbits was conducted. The purpcse was

to determine the skin irritating "
potency of TR 10412/2 after five con-

szautive applications on the rabbit

skin.

This report presents the results of the
laboratory investigation as compiled by
the undersigned.

Study Director G. Seifert, ﬁaﬁ.Gep Section Head
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il Eﬁi

Under the conditions of the present
experiment TK 10412/2 was found to
cause extreme irritation when applied
te intact and abraded rabbit skin.

The calculated primary irritation index
WAas §93w

Study Director:
G. GSeifert, T.C.G., Section Head

Techuical Personnel:
A. Buenzli
E. PFankhauser
g. Schaer
&, Winter

The job descriptions and the summaries
of training and professional experience
for all persoanel participating in this
study are filed in the archives of the
test facility.
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TK 10412/2
Batch Bo.
Tank 8404 (Labordest.)
Description
liquid
Stability
stable
Purity

et determined

Test Article Received:

28.06.82

Rationale

The albino rabbit ha been selected for
this test as being a standard species
for the determination of skin
irritation.

Species and strain

Hew Zealand White Rabbits

Source

Kleintierfarm Madoerin AG, CH-4414
Fuellinsdorf

3 male / 3 female

CIBA~GEIGY LTD. GU 2 Toxicology
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Initial body weight range
2-3 kg

Individual identification

ear tags

Busbandry

Animals were housed individually in
metal cages.

The animal room was air conditionned:
temperature 22£3° C, relative humidiby
55415%; 12 hours light/day, approxi-
mately 15 air changes/h.

Diet

Rabbit food, NAFAG, No. 814 Tox, NAFAG
AG, Gossau, 8G (Switzerland),and water
were provided ad libitum.

The procedure used is based on the
method of Draize, described in the
®Appraisal of the Safety of Chemicals
and Foods, Drugs and Cosmetics® (1959)
of the US Association of Food and Drug
Officials (AFDO) .

Application of the subst 2

Before treatment the entire back and
the flank of the rabbits were shaved
with an electric clipper.

Gauze patches of 4 x 5 cm scaked with
0.5 ml of the test material were
applied to the skin.

The patchez were covered with an imper-
meable material and were fastened to
the body of the rabbit with adhesive
tape. The dressings were removed after
24 hours.

CIBA-~GEIGY LTD. GU £ Toxicology
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The skin reaction was assessed after
removal on the basis of the i@llow;ng

evaluation scheme. .
. / L‘ \ a SR NN

> FOR SKIN IRRITATION IN RABBITS

a and eschar formation

E‘%@ egy&ml@‘mﬁwﬁﬁe@Q%Qﬁ@@@s@sooﬁ@@ﬁ@GGEH@&@I&Q@@S@@@@-&@GQ Q
Very slight erythema (barely perceptible).seeesscesess 1
%g%ll @zmd erymmﬁe‘@eﬂs@eﬁﬁ@@@as&@@9“@8@8‘90&&&@@@@ 2
g Kat@ ta %vag@ 5‘ saecee@asw&e@csaeaeaaaesass 3
Seveze erythems (beet zm wsae) to slight eschar
formation (injuries in GOPEI) cevveeoccocossocsesonnnees &
Total possible ervytl gCore 4
Edema formation
b}@ SBaﬂbEB&@GG@Q&Q@Q@QQE@@@@G@@86@50@0683@6&065%@ @
very slight edema (barely percepibDle) cescccsecococcose 1
Slight « a (edges of area well defined
Wd@flmt& Emguﬁg)GBBBQ@BDBGG@G&@E@%@@@@@GQ@@@@@@G@B 2
St (EM%@ E@K‘@ m@nlﬁ@}s@Q&@e@aesas@@aa 3
Severe edsma (raised more than 1 mm and
extending beyond area Of @XPOSULe.scccssccsscscssnce &
Total possible edema score 4

Primary reaction score = score after the first 24 hours = REG®
Mean reaction score = average score on days 1~5 = RIW*

Final reaction score = score on day 5 of test = REgd

The severity of skin irritation was rated as follows -

0 = none »2 = 4 = moderate
>0 - 1 = mini 24 = 5 = marked
>L - 2 = glight >6 - 8 = extrene

0p0009
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Sterting date of the e

End

8kin irzitation

late of the exper

A new patch was then applied to the
same dorsal area, and the procedure was
repeated for a total of 5 consecutive
days. The fifth dressing was removed 8
hours after the application and the
8kin reaction was then recorded.

The skin reaction was recorded again on
days 8, 9 and 10 {recovery period).

Bodyweights were recorded at -3 days,
at initiation and day 3 and 5 of the
treatment period and at day 8 and 10 of
the observation period.

Touic symptoms were recorded daily.

19.07.82

28.07.82

See Table 1

Under the experimental conditiens the
animals showed:

& primary reacticn score of
4.8
a mean reaction score ofc
G903
a final reaction score of:
7.3
After treatment with TK 10412/2 there

was no tendency of recovery during the
observation period.

000010
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The vehicle treated patches showed no
irritation effect on the skin of
rabbits. .

aal

Bodyweight LWL

See Table 2

Symptons
See Table 3
The rabbits had not recovered at the
end of the observation period.
Autopsy

All animals were killed and autopsied
after the 10 test days, and macroscopi-
cally examined.

No substance related gross crgan
changes were observed, which could be
related to substance application.

The application sites in all animals
showed necroses and extended erythemas
during the test as well as the observa-
tion period.

Final Report

Copy of the final report

WST 452
Raw Data
WST 454
CIBA~-GEIGY LTD. GIJ 2 Toxicology
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Sponsor
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Table 1

Table 2
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o - TABLE: .

EVALUATION OF THE SKIN REACTIONS T TEST NATERIAL: v 18 412/

After 1 day After 2 days After 3 days After 4 days
Sex 8 & 8 5 3 & F) &
Animal No.  \yalpo\ml o fsh 12| |07\ wosipes| el seAug) /17!/171‘ 295 Je iz /ZJ!JE//H 7 gt
Brythema 217212121 212 (213w 3|uls] |1312lyiv|4l 3] 14]31914]Y]2
Pdema 1212131312 |21313131312| |3|3|¥|3]|¥]3] |3]3|¥|3|4|3
Total 2yleie lely] (916121817197 |1616|8|L14] |7]6|F |71 |4
Mean w3l 3 $2 4 6.} 7 7 #
Gm;n@ mean 178 4 £ &7 *

After S days After ?days after 9 days after /O days
Sex & & 8 3 8 3 3 3
Animal No. Vsl pdplimlanan 2| aAiSiol i ig| o el oz g el iolie
Erythema ulylyivl 191zl glulyl i3yl vyl [vivyl vl Y]y
Edema 3131y lylvl|3] lyl3lylyluly) | 4|3y uly Y13yl b)Y
Total LIZ1elp | H olele | 2|elp) (26|12 & AL 18| H£1 07|
Mean > | 7.2 7.3 & 7.2 & AL F
Group mean 73 7. 1 7.2 A £
PH-Wert: (& Appl. site NECROSIS in 4/ animals
%?%Qar.:m?@/};z ;%;2 &/, ﬁiﬁiﬁ Date: 227 82 Visum: & Fankhicere~




Gewichtsprotokoll zz

CONFIDEI I AL

Test-Materiai: 7& JOLZ/E

Test~dr.:
Dosis mg/kg:

L2077

Datum A9\ 20 0.8 122 2.8\ 26 7R g )p2
Tier No|  Sex

22 o |23vo| 2280 |22 42| 2307|2320
& o’ .Zé’ﬁf 2260{2/90 | 2330|2230
29 o 237 2460 2050 22457} 2227
239 223H 2483 2287 | 2292

W 62| Jlo| 63| 47

/30 q |23 | 2360|226 0 |2 2457 2428
'3/ ¢ 2440 | 1288 |22y |2 270 2380
22 T 2,?@.& 2470|2370 2¢7 | 255(
U571 233212303} 25 95 2vr3

¥ 92 9] 8| o

i sr s |en

phya. Zustand:

Bemerkungen ;
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il SIS HLO7G
Pent-Material Teat-lr.

KANINCHEN-SYMPTOME 3

TIER NR.#27 /% | APPL. ART 575 S r sy DOSTS mg/kg Visum: & Fimbicerc-

DATUN s 26 (26 | CAkersdarelel Mz ev 2] 20026 A 320 282 “
Sedation % ® % % ;

Dyapnoe
Hiosia

Enophtalms

Bauchlage

Bauch-Seltenl

gekr . Haltung
Selienlage ‘%\

Atanie (\\)
Ruderbaweg .
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Klon.ton. Kr.
Opisthotomnus

Tramor

Dliarrhoe

geatr. Fell

Salivation
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